For Japanese patients with non-valvular atrial fibrillation (NVAF), the risk of stroke and major bleeding events was assessed by using the CHADS 2, CHA 2 DS 2 -VASc, and HAS-BLED scores. The risk factors for embolism and major bleeding under DOAC may be different from current reports. We analyzed the data set of the EXPAND Study to determine the risk factors for events among Japanese NVAF patients in the era of direct oral anticoagulant. Using the data of EXPAND Study, the validity for predictability of the CHADS 2 , CHA 2 DS 2 -VASc, and HAS-BLED scores was identified using the receiver operating characteristic curve analysis. Multivariate analysis was performed with the Cox proportional hazard model to determine the independent risk factors for stroke/systemic embolism and major bleeding among NVAF patients receiving rivaroxaban. Explanatory variables were selected based on the univariate analysis. A total of 7141 patients (mean age 71.6 ± 9.4 years, women 32.3%, and rivaroxaban 15 mg per day 56.5%) were included. Incidence rates of stroke/systemic embolism and major bleeding were 1.0%/year and 1.2%/year, respectively. The multivariate analysis revealed that only history of stroke was associated with stroke/systemic embolism (hazard ratio 3.4, 95% confidence interval 2.5-4.7, p < 0.0001). By contrast, age (1.7, 1.1-2.6, p = 0.0263), creatinine clearance (CrCl) 30-49 mL/min (1.6, 1.2-2.2, p = 0.0011), liver dysfunction (1.7, 1.1-2.8, p = 0.0320), history/disposition of bleeding (1.8, 1.0-3.0, p = 0.0348), and concomitant use of antiplatelet agents (1.6, 1.2-2.3, p = 0.0030) were associated with major bleeding. This sub-analysis showed that some components of the HAS-BLED score were independently associated with major bleeding in Japanese NVAF patients receiving anticoagulation therapy by rivaroxaban. Additionally, CrCl value of 30-49 mL/min was an independent predictor of major bleeding in patients receiving rivaroxaban.
Introduction
Non-valvular atrial fibrillation (NVAF) is a common disease in the cardiovascular field, but is also a type of arrhythmia often observed in other medical fields. It can occur without any clear underlying diseases, with the prevalence increasing with aging. The overall prevalence of NVAF in Japan is 0.56%, estimated using the data from periodical medical checkups of patients aged ≥ 40 years [1, 2] . Of the patients, 85% were older than 60 years and 25% were older than ≥ 80 years, leading to an overall estimated prevalence of 1.09% in 2050 [1, 2] .
For evaluation of thromboembolic risks in patients with NVAF, CHADS 2 (congestive heart failure [CHF], hypertension [HT] , age ≥ 75 years, diabetes mellitus [DM] , previous stroke/transient ischemic attack [TIA] ) score has been used and validated as optimal in Japanese patients [3] [4] [5] . Among Japanese NVAF patients without anticoagulation, the incidence rate of ischemic stroke has been reported to be 13.3 per 1000 person-years by the pooled analysis of data from J-RHYTHM Registry, Fushimi AF Registry, and Shinken Database [4] . CHA 2 DS 2 -VASc (CHF, HT, age ≥ 75 years, DM, previous stroke/TIA, vascular disease, age 65-74 years, female; age ≥ 75 years and previous stroke carry doubled risk weight) score was introduced in Europe to extract truly low-risk patients from patients with CHADS 2 score of 0 and 1 [6, 7] . In the above-mentioned pooled analysis in Japanese patients without anticoagulants, an increase in incidence of ischemic stroke was observed in Japanese patients with CHA 2 DS 2 -VASc scores ≥ 2 [4] . Furthermore, although other Japanese data validated the usefulness of CHA 2 DS 2 -VASc score, its full applicability remains uncertain in the era of direct oral anticoagulants (DOACs) [8] [9] [10] [11] . Risk stratification schemes used to predict bleeding events during treatment with anticoagulants include HAS-BLED, ORBIT, and ATRIA; however, HAS-BLED score has been used together with CHA 2 DS 2 -VASc score in the guidelines of the European Society of Cardiology [7, 12, 13] . The usefulness of HAS-BLED score was also validated in Japanese patients [10, 14] .
The EXPAND Study is a prospective observational cohort study in patients with NVAF who were treated with Japanspecific dosages of rivaroxaban to determine the efficacy and safety in the real-world clinical setting [15, 16] . The risk factors for embolism and major bleeding under DOAC may be different from current reports. In this sub-analysis, we determined the relationship of each component of CHADS 2 , CHA 2 DS 2 -VASc, and HAS-BLED scores with thromboembolic and bleeding events among Japanese NVAF patients receiving Japan-specific dosage of rivaroxaban, and validated the predictability of those scores.
Methods

Study design and outcome
The EXPAND Study (Evaluation of the effectiveness and safety of Xa inhibitor for the Prevention of stroke And systemic embolism [SE] in a Nationwide cohort of Japanese patients Diagnosed as NVAF) is an investigator-initiated multicenter registry conducted from November 2012 to March 2016 to evaluate the efficacy and safety of rivaroxaban for prevention of stroke/SE in Japanese NVAF patients in the real-world clinical practice as reported elsewhere [15, 16] . Briefly, 7141 patients with NVAF aged ≥ 20 years were included from 684 medical institutes (mean age 71.6 ± 9.4 years, women 32.3%). They were followed for a mean duration of 2.5 years. The endpoints were stroke/SE and major bleeding events (defined as International Society on Thrombosis and Haemostasis [ISTH] major bleeding criteria) [15, 16] . The incidence rates for stroke/SE and ISTH major bleeding were 1.0%/year (176 events) and 1.2%/year (215 events), respectively [16] .
The present study was conducted in accordance with the Declaration of Helsinki; the Ethical Guidelines for Clinical Studies by the Japanese Ministry of Health, Labour and Welfare; and all applicable laws and regulations in Japan. The protocol was reviewed and approved by the institutional review boards and/or ethics committees in all the participating institutes. All patients provided written informed consent before enrollment in this study. This study is registered with ClinicalTrials.gov (NCT02147444) and the University Hospital Medical Information Network clinical trials registry (UMIN000009376).
Statistical analysis
The incidence rates of outcome events (%/year) from time of starting rivaroxaban to the initial onset of events were compared according to patient characteristics and medical history. The validity for prediction ability of the CHADS 2 , CHA 2 DS 2 -VASc and HAS-BLED scores was identified using the receiver operating characteristic (ROC) curve analysis. Hazard ratio (HR), 95% confidence interval (CI), and p value for thromboembolic and bleeding events were estimated using Cox proportional hazards model. Multivariate analysis was conducted below model. Components of CHADS 2 and CHA 2 DS 2 -VASc scores were selected for thromboembolic events, whereas components of HAS-BLED score were selected for major bleeding. Labile prothrombin time international normalized ratio was handled as "data not available" for HAS-BLED score. The factors selected showing a significant difference (p < 0.05) in the univariate analysis. P values of < 0.05 were considered to be statistically significant. All statistical analyses were conducted using the SAS software (SAS for Windows Release ver. 9.2 or later, SAS Institute Inc.).
Results
Patient characteristics
Baseline characteristics of the patients are listed in Table 1 
Outcome of sub-group analysis
The results of validity for predictability of the scores are shown in Fig. 1 . The area under the ROC curve and score of cut-off in CHADS 2 , CHA 2 DS 2 -VASc, and HAS-BLED were 0.6553 (95% CI 0.6161-0.6945) and 3, 0.6470 (95% CI 0.6075-0.6865) and 4, and 0.5925 (95% CI 0.5566-0.6283) and 2, respectively ( Fig. 1) . In any scores, the area under the ROC curve analysis showed low accuracy of predictability for risk of thromboembolic and bleeding events. The results of the incidence rates and univariate analysis using Cox proportional hazards model are shown in Tables 2   and 3 . The results of the multivariate analysis using the Cox proportional hazards model are summarized in Fig. 2 . The CHADS 2 , CHA 2 DS 2 -VASc and HAS-BLED scores showed a significant difference in univariate analysis, although those factors were not included for multivariate analysis due to a high correlation coefficient. Only prior history of stroke (ischemic/hemorrhagic) was associated with stroke/SE (HR 3.2, 95% CI 2.3-4.4, p < 0.0001), but other components of CHA 2 DS 2 -VASc score were not (Fig. 2a) . By contrast, several components of HAS-BLED score were associated with major bleeding (Fig. 2b) . Among them were age ≥ 65 years, liver dysfunction, history/disposition of bleeding, and concomitant use of antiplatelet drugs. Additionally, CrCl of 30-49 mL/min and < 30 mL/min was independently associated with major bleeding. Renal dysfunction was not included in both univariate and multivariate analysis due to the small number of patients (7 patients) with this diagnosis and events (stroke/SE; 0 event, major bleeding; 3 events) ( Table 1) .
Discussion
The major findings of the present sub-analysis of EXPAND Study are as follows. First, the CHADS 2 , CHA 2 DS 2 -VASc, and HAS-BLED scores were of low accuracy for assessment of thromboembolic and bleeding events verifying by ROC curve analysis. However, the incidence rate in patients with high score was significantly increased compared with those with low score. Second, among Japanese NVAF patients receiving Japan-specific dosages of rivaroxaban, some components of HAS-BLED score were independently associated with major bleeding. Among them were age, liver dysfunction, history/disposition of bleeding, age ≥ 65 years, and concomitant use of antiplatelet agents. Additionally, lower values of creatinine clearance (CrCl) were associated with major bleeding. Third, only prior history of stroke emerged as an independent predictor of stroke/SE, but other components of CHA 2 DS 2 -VASc score did not so.
Predictors of major bleeding
Several components of HAS-BLED score were associated with major bleeding as expected. In the present sub-analysis, number of patients clinically having renal dysfunction was small; therefore, we included CrCl values as a possible explanatory variable for multivariate analysis instead of renal dysfunction. Lower CrCl values were associated with major bleeding as expected from the ABC-Bleeding score [17] , although HAS-BLED score was superior in evaluating the risk of developing a serious bleeding event for a long time period [18] . In J-RHYTHM Registry, CrCl values < 50 mL/min were associated with major bleeding in univariate analysis; however, they were not so in multivariate analysis [19] . Since a substantial portion of DOAC is excreted through the kidney, CrCl values could be closely associated with bleeding events. However, the relation between CrCl values and rivaroxaban dosage was not determined thoroughly in this sub-analysis, and further investigation should be conducted. The present study showed that patient with off-label dosage of rivaroxaban has approximately 24% and 2% in under-dosage and over-dosage, respectively. We plan to clarify the relationship between renal function and dosage of rivaroxaban in the ongoing exploratory analyses of our study.
Predictors of thromboembolic events
Multivariate analysis revealed that the history of stroke alone was associated with stroke/SE. In the pooled analysis of data from J-RHYTHM Registry, Fushimi AF Registry, and Shinken Database [4] , age ≥ 75 years, HT and history of stroke/TIA emerged as independent predictor of ischemic stroke for Japanese patients with NVAF not using anticoagulants. Furthermore, the Fushimi AF Registry reported that not only age and history of stroke, but also unstable heart failure (HF) (within 30 days after hospitalization due to HF), type B natriuretic peptide (BNP) level, or N-terminal fragment of the prohormone B natriuretic peptide (NT-pro BNP) level were independent risk factors [20] .
In the main analysis of EXPAND Study [16] , the incidence rate of stroke/SE increased along with an increase in CHA 2 DS 2 -VASc score. However, the incidence rate of stroke/SE was too low to determine impact of each component on incident stroke/SE in patients receiving rivaroxaban. The incidence of stroke in Japanese patients has been decreasing because of appropriate management of salt intake and blood pressure (BP), as well as decreased smoking rate [21] . In the present study, the proportion of patients complicated with HT using antihypertensive medications was 94.5%, which is higher than that of general Japanese patients with HT aged 60-69 years (65.6%) and aged 70-79 years (80.8%) in 2010 [22] . The patients complicated with HT may be the not-at-risk population for stroke if they undergo optimal antihypertensive treatment [22] . A sub-analysis of the J-RHYTHM Registry [23] clearly indicated BP control was closely associated with thromboembolic events as well as bleeding events. Although the proportion of patients with baseline systolic BP of ≥ 160 mmHg was quite low, i.e., 4.6%, information for BP control was not collected during the follow-up period in the present study. The patients of this study were treated with rivaroxaban, mostly treated by a cardiologist or a physician who was interested in anticoagulation. Therefore, it is possible that the patient's condition was being well and the incidence rate of thromboembolic events were lower than patients who were not so.
Predictability of thromboembolic and bleeding events
The present sub-analysis showed that CHADS 2 , CHA 2 DS 2 -VASc, and HAS-BLED scores had low accuracy of predictability for thromboembolic and bleeding events in patients treated with rivaroxaban under daily clinical practice verifying by ROC curve analysis. However, the other analyses of this study showed that the incidence rates increased with the higher score [16] , and the rate was higher in the patients with high score than in those with low score (Tables 2 and 3) . Although the ROC curve analysis did not show predictability for thromboembolism and bleeding events, the scores have enough predictability for those in NVAF patients treated with rivaroxaban. Additional clinical trials may be needed to develop highly predictive tool for thromboembolic and bleeding events in NVAF patients treated with DOACs.
Study limitations
The present study had several limitations [15, 16] . First, several biases may have affected the present results. For instance, rivaroxaban-naïve as well as rivaroxaban-experienced patients were included. Second, patients who were switched to other oral anticoagulants from rivaroxaban and did not continue anticoagulation were included. Third, only clinical risk factors were selected for multivariate analysis, and laboratory data except for CrCl such as NT-pro BNP, growth differentiation factor-15, high-sensitivity cardiac troponin T, prothrombin time and hemoglobin [7, 24, 25] were not included. Finally, detailed information for management of comorbidities such as HF, HT, and DM during the follow-up period was not collected. In addition, incident comorbidities during the follow-up period could have affected event rates [26] ; however, only the baseline clinical characteristics were used for the analysis in the present study.
Conclusions
This sub-analysis showed that some components of the HAS-BLED score were independently associated with major bleeding in Japanese NVAF patients receiving anticoagulation therapy by rivaroxaban. Although the ROC curve analysis did not show accurate predictability for thromboembolic and bleeding events, the scores are effective for evaluating risk of thromboembolism and bleeding in NVAF patients treated with rivaroxaban. Additionally, CrCl value of 30-49 mL/min was an independent predictor of major bleeding in patients receiving rivaroxaban. Only prior history of stroke emerged as an independent predictor of stroke/ SE, but other components of CHA 2 DS 2 -VASc score did not so.
Funding The EXPAND Study is an investigator-initiated clinical study based on a collaborative contract with, Tohoku University Hospital and Bayer Yakuhin Ltd. The company had no role in the study design, study conduct, data collection, data analysis, or manuscript preparation or submission. Fig. 2 Multivariate analysis by Cox proportional hazard model for risk of (a) stroke/systemic embolism and (b) major bleeding
